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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Ejdensions of time may be available under the provisions of 37 CFR 1 1 36 (a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
enrned patent term adjustment See 37 CFR 1.704(b). 



Status 

2a)Q 
3) 



Responsive to communication(s) filed on 14 April 2000 and 28 April 2000 . 
This action is FINAL. 2b)Q This action is non-final 

Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayie, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) Q Claim(s) 3,4,6-8 and 11-27 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) 7,8,11, 12, 19,20 and 27 is/are allowed. 

6) H Claim(s) 3,4,6, 13-18 and 21-26 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claims are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) O The drawing(s) filed on is/are objected to by the Examiner. 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved. 

12) D The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a>n All b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. 



3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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15) |2lJ Notice of References Cited (PTO-892) 

16) O Notice of Draftspersons Patent Drawing Review (PTO-948) 
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18) Q Interview Summary (PTO-413) Paper No(s) 

19) O Notice of Informal Patent Application (PTO-152) 
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DETAILED ACTION 

1 The suspension of the instant application stated in the Office action mailed 7/5/00 is lifted 
and prosecution of the instant application is resumed This Office action contains all remaining 
grounds of rejection 

Specification 

2 The instant application is now in compliance with the sequence rules in view of the 
amendment received -4 28 00 

Claim Rejections - 35 CSC 112 



3 The rejection of claims v 4. 6, 7, and 12-25 under 35 CSC 1 12. second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention is withdraw n in view of the amendment received 4 14 00 

Claim Rejections - 35 CSC 102 

4 The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action 

A person shall be entitled to a patent unless -- 

(e) the invention was described in a palent granted on an application lor patent b\ another tiled in the 
I niicd Stales before the i mention thereof by the applicant for patent, or on an international application b\ 
another who has fulfilled the requirements of paragraphs { 1 ). < 2 ). and (4 ) of section "71(c) of this tide 
before the imention thereof b\ the applicani for patent. 

5 (Maims 3. 4. 0. 13-18. and 21-25 and newly filed 20 are rejected under 35 I S.C. 102(e) 

as being anticipated by Pieczemk 
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b The claims are drawn to methods of making, screening, and isolating populations of 
vectors that express a polypeptide with a biological activity, wherein the molecule is expressed 
from sequences isolated from a population of random sequences synthesized by enzymatic or 
chemical methods. In some embodiments the method isolates host cells comprising the selected 
vector, the polypeptide reacts with a substrate, the polypeptide is isolated, and the population of 
random sequences comprises about a billion members. 

7 Pieczenik claims in claims 1-92 methods of making, screening, and isolating populations 
of vectors that express a polypeptide epitope, and the isolated polypeptides, w herein the epitope 
is expressed from sequences isolated from a population of random sequences Claim 13 
specifically teaches synthesis of the random sequence nucleic acid by chemical methods. Host 
cells comprising the random sequences are taught in claims 1. 23. 24. 34. and 90 In claims 47. 
77. and 90 Pieczenik shows epitopes encoded by random sequences of nucleic acid that bind to 
an antibody, which is equivalent to the claimed polypeptides that react with a substrate. 
Pieczenik shows populations of vectors comprising random nucleic acid sequences or 
polypeptides with at least 10°u of all possible random sequences m claims 10. 24. 34. 30. and 47. 
which is equivalent to up to 4x10 ^ peptides and up to 4x00' nucleic acids 
S Applicant's arguments filed 4 14 on and 4 2S 00 have been fully considered but they are 
not persuasive. 

9 The Declaration filed on 9 24'99 under 37 (4 R 1 13 1 has been considered but is 
ineffecme to overcome the Pieczenik reference because it is not executed I 'ntil such time as the 
applicants provide an executed declaration under 37 CTR 1 13 1 the rejection under 3 5 I SCO 
102(e) over Pieczenik will be maintained An executed declaration will he sufficient to 
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overcome the rejection over Pieczenik. In addition the declaration did not include copies of 
the laboratory notebook referred to in the declaration, and should be included with any 
further submission of an executed declaration if such declaration refers to notebook pages 

10 Although the Pieczenik reference is a U S patent, upon further review the claims of the 
Piec/enik reference do not claim the same invention as the instant application, and therefore a 
declaration under 35 U.S.C $ 13 1 is sufficient to overcome the above rejection. The differences 
between the claimed invention of Pieczenik and the instant application are as follows: a) 
Pieczenik claims nucleic acids and their methods of making that encode epitopes that represents 
a non-obvious species of the instant claimed nucleic acids and their method of making that 
encode a desired biological propertv: b) Pieczenik does not disclose or claim biased random 
nucleotides that have a reduced level of stop codons; c) Pieczenik does not disclose or claim 
random sequences that are enzyme substrates; d) Pieczenik does not disclose or claim methods of 
making random sequence polynucleotides by use of terminal transferase 
1 1 Regarding the Declarations under 37 CFR I 008(b) by Phillip A Patten received on 
4 2X no and 0 I 00. the Declaration asserts that the Pieczenik patent disclosure does not enable 
(in the claimed parent applications 07/301258 and 00 770300) the claimed invention of screening 
for epitopic peptides The parent applications of Pieczenik disclose use of a lambda phage vector 
to express random peptide sequences. Inherent in the use of a lambda phage vector is the lysis of 
the host cell Therefore the random peptide expressed bv a lambda phage clone (usuailv in the 
form of an individual plaque from a single phage clone) also comprises a w ide range ot host cell 
proteins The Patten Declaration asserts that such a wide arruv of host cell proteins would 
prev ent one of skill in the art at the time of filing of the Pieczenik parent applications from 



Application. Control Number 09/132,23 1 Page 4 

Art Unit 163 1 

detecting the presence of an expressed random peptide because of the wide range of epitopes 
present in the host cell. The Declaration asserts that antisera would react with host cell proteins 
and therefore prevent detection of reaction of antisera that is specific for an epitopic peptide 
expressed by a lambda phage clone 

12 The Examiner provides a copy of DeVVet et al which show s that prior to the time of 
filing of the earliest Pieczenik parent application it w as know n in the art to use antisera that w as 
preadsorbed w ith host cell proteins to prevent detection of reaction betw een a test antisera and 
host cell proteins See page 438. second column through page 439. second column, and the entire 
publication for successful results of their method 

!3 It is the Examiner's opinion that the earliest Piec/emk application is enabled for detection 
of expressed epitopic peptides by use of lambda phage vectors. Although some possible epitopes 
might be absorbed by the method of DeVVet et al.. and some possible epitopes might not react 
w ith available antisera. such as naive antisera. one of skill in the art would be able to test and 
screen an expression library expressing random epitopes and produce a w ide range of positive 
results that span the full range of possible epitopes m the library. 

14 The Applicants state that the Kauffmann applications claim interfering subject matter 
However tt is the Examiner's position that the Kauffmann applications do not disclose fully 
random peptide sequences, because the term stochastic used and claimed by Kauffmann was 
ne\cr defined in the Kauffmann applications as meaning random, and the examples ot stochastic 
sequences disclosed in the Kauffmann applications do not result in fully random sequences. 
Rather, the examples in the Kauffmann U S Patent No 5. 723. 3232 result in sequences that are 
not fullv random (see attached notes outlining the exemplified methods of Kauffmann) 
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Therefore the Examiner believes that the Kauffmann applications do not claim interfering subject 
matter 

Double Patenting 

1 5 The terminal disclaimer filed on 4/14/00 disclaiming the terminal portion of any patent 
granted on this application which would extend beyond the expiration date off S Patent No 
\S24.460 has been reviewed and is accepted The terminal disclaimer has been recorded 
16 The rejection of claims 3. 4, 6. 13. and 15-25 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 2 and 3 of U.S. Patent No 
> S24.460 is w ithdrawn in view of the terminal disclaimer received 4. 14/00 

Conclusion 

17. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the ev ent a first reply is filed within TWO 
MON THS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR I 136(a) w ill be calculated from the mailing date of the advisory action In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to John S. Brusca, Ph. I.) w hose telephone number is (703) 308- 
423 1 The examiner can normally be reached on Monday -Friday 8:30-5 00 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor. Michael P. Woodward can be reached on (703) 308-4028 The fax phone numbers 
for the organization where this application or proceeding is assigned are (703 ) 305-7930 for 
regular communications and (703) 305-7939 for After Final communications 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0106 

Y] 0 hn S. Brusca. Ph.D. 
Primary Examiner 
Art Unit 163 1 

isb 

February 23. 2001 
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